
laclors. The main claim relates 10 the 

fragments were not indicated. 



isolated, stabilized B-catcnin and its fragments, yc. such 



, rea ,i„ g cancers o, aberrant ttssuc and or 8 an developments. ., is based on the special task to 
allec, the interaction between B-catenin and LEF/TCF transcription factors as a prereou.s,,. to 
,he translocatton and activity of the com P .ex in the cel. nucleus. This modulation shah be 
specific i.e. it shall no, interfere with other interactions of S-catenin (e.g. w,th ARC, 
IducHn or E-cadherin,. .„ addition, the invention is aimed a, developing EL.SA methods 
,„r screening substance libraries to detect molecules (a. o. peptides, organic compounds) 
which highly specifically affect always only one interaction of B-catenm. 

The invention is implemented according to the claims, the sub-Cairns are preferential variants. 



In a first implementation of the invention the binding domains of the LEF/TCF transcription 
factors fo, B-catenin were identified (Fig. .). They are the starting point for obtaining pepudes 
and stmilar mo.ecules according to the invention. The. peptides consist preferably of 
seouences containing ,0-20 amino acids „om the N,ermina, domain o, LEF, or TCF-4 (E.g. 

2). These are especially preferably peptides 



consisting of the 
sequence 



N-tcrminal amino acids 11-34 of LEF-1 (Fig. 1) with the following 



G DP ELC ATDEM I PFKDEGDPQKEK (s&-^>^f ) 



consisting of the N-terminal amino 
.ELCATDEM1PFKDE 




acids 14-27 of LEF-1 with the following sequence 

„, ,i . m mn arirk 7-29 (Fie. 2) with the following sequence 

consisting of the the N-terminal amino acids / at vng. « 

GGDDLGANDEL1SFKDEGEQEEK f S BtfLXP ^0±jj) 



yvJkihfafa consisting of the N-terminal amino 

dlgandelisfkde: ^ S€&*-& /vi& J 



acids 10-23 of TCF-4 with the following sequence 

3 



ft 



Furthermore, peptides where acid am.no 
flanked by hydrophobic and basic amino 



BEST AVAILABLE COPY 

acids are arranged at a distance of 5 amino acids and 



acids arc preferred (Fig. 2). 



according to the invention with two principle 



These peptides may be used for treating tumors 
ways being possible. 

a ) Tj se of peptides as such 

: 1 by coupting a second pep,,, for which * — » 

^^EfWFQNRRMEWEEis exceiienUy suited. This peptide is in a posUion ,o transport up 

^ ' 5 * Lcieus. The coupM -» be used in treating tumors in a favour* way. 



b) Use of peptides for drug design (peptide mimikty) 

increase.hes.abiii.yandemciencyin.hece.ibyapurposefulmod.fio.on 
^.idomimetics). This may be e.g. reached by adding reactive groups, substttuttng amtno 
acids or design of non-hydrotable peplide-like bonds. 

; ¥ subs lit u, in g .be carbon siceieton of ,be pep-ides by syndic carbon sKeietons with ,he 

.^^..his — ^--^1^3- 
peptides derived from ihe minimum b,nd,ng doma.n of LEF-1/TCF 
4) aliows the production of more potent agents for treating tumors. 

ln a second step to impiemen, the invention the regions o, B-catenin which are response ,o, 
,he specific bonds with LEF-lfTCF-4. AFC domains (containing 20 and ,5 am.no ac,d 

; rtly andco„ce ra ,hearmadi ll odo m ains3. 8 o. 0 .ca.enin(Fi g s 5 and6).Thecen,ra,po.n,o, 
lis surprising finding is tha, mutations o, tt-catenin were produced which prevent specftc 
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